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This invention relatce to novel triarole derivatives vhicb 
have antifungal activity and are useful In the treatment of fungal 
Infections in animals. Including humans* 

According to the invention, there are provided 1-12- 
hetcrocyclyl-2-(5-chloro-2-pyrldyl>-2-hydroxy-ethyl] 1,2,4- 

cri&zolefl of the fbrmila: 



OH ^ 



CI 



(I) 



Bet 



10 



15 



20 



wherein Het is an aroniatlc heterocyclic group; 

nnd their T'harMceutlcally acceptable salts. 

The Invention aleo provides a pharmaceutical composition 

comprielng a compound of the formula (1) or a pharmaccutlcally 

acceptable aalt thereof, together \nth a pharmaceutlcally 

acceptable dllu«nt or carxler- 

Thc invention further provides a compound of the formuTa (I) 

or a pharmaceutlcally acceptable salt tjt«fifiia*i«^ treating 

fungal infections in animals, including husftans. 

The term Bet includes 5 and 6 membered aromatic heterocyclic 
ring wy stems containing up to four hcteroatoms selected from N. S 
or 0, which may optionally be fused to a benzene or further 
heterocyclic ring and which may optionally be substituted by up to 
three substltuents chosen frotn f luoro , chlorc. bromo, lo^.o. C^-C^ 
alkyl. C^-C^ alkoxy and .^CT^ , in either the heterocyclic or fused 
ring. ^ 
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-r 

,„.1„.1« of 
groups- 

.vrltc KroupB include pyrldyl, especially 
preferred heterocyclic groups 

--fA-nv ^^eKloro-2-cbletiyl- 
5-chloro.2.pyridyl. .r,6 .hl.nyX. especially 5 

particuUrXy prefcrree individual co-pounds of rh. 

Invention include 

cthvl]1.2.^-"l-"°^*'- 
reaction scheme: 



15 CI 




Bet 




20 



1487 



„a«lo. is generally achieved vlth the rcaccant^ 
ei.Bolved i« a reaccion-inert organic solvent, e.g. 
K :-.i.ethyl.o^«i.e. in the ..e.en.e o. a hese. e... pota.^iu. 

Xh. .eactic. ca. .e accelerated hy heati.« a.. .av. 

w«<t of 2 hours at BO to 90*0 Is generally 
found that a period of i nouir. 
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The product Is leolaced by eviiporatloTi of the eolvent followed by 
extraction with an organic solvent, e.g. ethyl acetate or 
methylene chloride, to eeparate the product from the InorgaTiic 
solids- The crude product may be further purified, if desired, by 
conventional procedureB, for example using chromatogrephy or by 
recryfitalllGaclon from a suitable eolvent. 

The starting materlala of formula (II) can be obtained by 
conventional tnethoda from the appropriate heterocyclic compounds* 
In a typical caBft they are prepared by reacting a halo-Bubstltuted 
derivative (III) of the desired heterocyclic ccsmpound with butyl 
lith;- T to generate the anion, which ifi then reacted with the 

.:^3e (IV) prepared for example from 2-broino-5-chlorDpyrlditie and 
JiiTnernylcerbamoyl chloride, end the product (V) ie converted to 
ti.o. vT: 77ie CID- The route ie ehoim in thT J&iioJUilg reaction 
scheme wherein X is chlero, brcTmo or iodo. 



2. (CH^)2NC0C1 
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The halo-substlcuted hecerocycllc compounds (III) » preferably 
the bromo derivatives, are generally known compounds vhlcb arc 
either conmerclAlly available or they are prepared by conventional 
vethods in accordance vltb literature precedents. In certain 
instances the required anion can be generated' directly fron the 
heterocyclic compound e.g. by reaction with lithium 
diisopropy lamiiie . 

The amide (IV) is simply prepared froia 2-bromo-3-chloro- 
pyridine by reaction first vith n-bucyl lithium to generate the 
anion, followed by reaction with d ip»e thy 1 carbamoyl chloride or 
rctramethylurca. The reaction is typically achieved iiTTliGthyl 
ether at '70*C. , , 

The ketooes (V) are then prepared by reacting the amide (IV) 
with the anion derived from the appropriate halo-fiubstituted 
ncterccycXic derivative (III) - 

In the case of the covctpound wherein het is 5-chloTo-2-pyrldyl 
theee two steps can be combined by using a 2-fold excess of 
2-bromo-5-chloropyridine in the reaction with dimethyl carbamoyl 
chloride, and Che ketone (V) wherein het is 5-chloro-2-pyridyl can 
be isolated directly. 

The oxirancs (XI) can be obtained from the ketones (V) by 
reaction with dime thy Xoxosulphonlum mcthyllde prepared from 
t rime thy iGUlphoxonium iodide end either sodium hydride in 
dlmethylsulphoxide or using cetrimlde and sodium hydroxide in a 
mixture of water and toluene. 

The reaction using scdiutn hydride is typlcaliy achieved by 
adding dry powdered trtmetbyleulphoxonlutn iodide to e Buepcnsion 
of sodium hydride in dlmethylsulphoxlde. After Ptlrring for, say. 
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30 minutes at Toon temperature, the ketone (V) Is added In an 
approxltnately equlmolar amount In dlmethy Isulphoxid& . The 
reaction nixture may be w^riBed to accelerate the rejection &nd 
after several hours et 50*-80*C, the product can be isolated by 
conventional procedures. 

The reaction utilising cetrlmlde ie typically achieved by 
stirring the ketone (V) , trlmethylsulphoxoTilum iodide an d 
cctrimide vigorously together in a nixture of toluene or 



trichloroethane and sodium hydroxide solution for about an hour at 
up to about 100* C. The oxiraiic product can then be isolated by 
convtAtional procedures. 

In an alternative procedure the oxirane can in soxdc cases be 
aore readily obtained by reacting Che anion derived from 
?-bro£iit:.-"-chloTopyridine directly with a bromoacetyl-hcterocyclic 
compound . 

It Is not generally necessary to isolate the product (11) but 
It can be reacted directTly with criazole as previously described 
to give the compound of formula (X) . 

Pharmaceutically acceptable acid addition salts of the 
compounds of the fonnula (I) include those fon&ed from strong 
acids which form non- toxic acid addition salts, such as 



hydrochloric. hydrobromic« sulphuric* * nitric , oxalic and icethane 
sulphonic acids. 

The salts may be obtained by conventional procedures » e.g. by 
mixing solutions containing equimolar amounts of the free base and 
desired acid, and the required salr is collected by filtration, if 
insoluble, or by evaporation of the solvent. 
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The cotnpounds of the fonnula CI) and their phartaaceutlcally 
acceptable salts are anti-futigal agents, uceful tn cowbotlna 
fungal infections in animals, including humans. Tor exaiH£le they 
are useful in treating topical fungal infections in man caused by, 
5 among other organisms » species of Candida , Trichophyton . 

Mlcrosporum , or Epidermophyton t or in mucosal infections caused by 
Candida albicans (e.g. thrush and vaginal candidiasis). They may 
also be used in the treatment of systemic fungal 

infections caused by. for example, Candida albicans . CryptococcuB 
10 neoformans . AsperKillus fumigatus . Coccldloides , Paracoccidioides, 
d.i sto'^laspa or Blastomyces . 

The in vitro evaluation of the anti-fungal activity of the 
cotapounds can be performed by determining the minimum inhibitory 
ctoncentr rtion (m.l.c.) of the test compounds in a suitable mediixm 
15 ar which growth of the particular micro-organism falls to occur. 
In practice, a series of agar plates, each having the test 
compound Incorporated at a particular concentration are Inoculated 
ultn a standard culture of, for example. Candida albicans and each 
plate is then Incubated for ^8 hours at 37-C. The plates are then 
20 examined for the presence or absence of growth of the fungius and 

the appropriate m.l.c- value is noted. Other micro-organisms used 
in such tests can include Cryptococcus ncoformans, AsperRlllus 
fumiftatus , Trichophyton spp; Microspomm spp; Epidermophyton 
floccosun . Coecidioldes immltls . and Torulopsls Rlabrata. 

The in vivo evaluation of the compounds can be carried out at 
a aeries of dose levels by intraperitoneal or inTraven.^us 
injection or by oral administration, to mice which are Inoculated 
with a strain of Candida albicans . Activity is based ^^^rhe 
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survive! of a treated group of mice after the death of an 
untreated group of mice following hours observation. The dose 
level at which the compound provide^ 50Z protection 'against the 
lethal effect of the infection ig noted. 

For buxnan use, the anti-fungal compounds of the formula (I) 
can be administered alone, but will generelly be administered in 
admixture with a pharinaceutical carrier selected with regard to 
the intended route of administration and standard pharmaceutical 
practice. For example, they may be administered orally in the 
form of tablets containing such excipients as starch or lactose, 
or capsules or ovules either alone or in admixture with 

xclpictits, or in the form of elixirs or suspensions containing 
flavouring or colouring agente. They may be injected 

I'zally, for example, intravenously, intramuscularly or 
aubcutaneoufily. For parenteral administration » they are best used 
In the form of a sterile aqueous solution which toay contain other 
t^ubGt£.-cefi, for example, enough salts or glucose to make the 
solution isotonic with blood. 

For oral end parenteral administration to hutnan patients, it 
is expected that the daily dosage level of the anti-fungal 
compounds of the formula (I) will be from 0.1 to 10 mg/kg (in 
divided doses) when administered by either the oral or parenteral 
route- Thus tablets or capsules of the compounds can be expected 
to contain from 5 mg to 0.5 g of active compound for 
administration singly or two or more at a time as eppropriate. 
The physician ir any event will determine the actual dosage wUtch 
vill be most auitable for an individual petient and it will vary 
with the age, weight and response of the particular patient. The 

PLC 353 
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above dosages are exemplary of the averog^CflCT^^TfTfere csiii of 
course, be individual instances where higher or lover dosage 
ranges are merited, and such are wichtn the scope of this 
invention. 

Alternatively, the anti-futigal compounde of formula (I) may 
be administered in the form of a auppooitory or pessary, or they 
may be applied topically in the form of a lotion, eolutlon, cream, 
ointment or dusting powderV For example, they may be incorporated 
into a cream conslEting of aqueous emulsion of polyethylene 
glycols or liquid paraffin; or they may be "incorporated , at a 
ccr; entratlon between 1 and lOZ, into an ointment consisting of a 
—alte wax or white soft paraffin base together vith auch 
stabilltcre and preacrvatives as xBay be required. 

The cor.^ounds of the formula (I) and their salts also have 
activity against a variety of plant pathogenic fungi, including 
for example various rudte, mildews and moulds, and the compounds 
are t>UE usaful as agricultural futigicides for treating plants and 
seeds to eradicate or prevent such diseases- 

The following Examples illustrate the Invention:- 
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EXAMPLE 1 



1-f 2 ,2-Bls-(5-e:hlQro-2->pyridyl)-2-hydrcxycthylU»2,/»-erlaxole 

2.2-B±6(5-chloro-2-pyrldyl)oxlTane (0.8 the crude produce 
from Preparation A), 1,2 ,A-triarole (1.0 g) and onhydrous 
potassluiD carbonate (3.0 g) wiere stirred in dry K.N-dlnethyl- 
foraamlde (30 ml) and the mixture heated at 85"C for Ih hours. 

-r 

The solvent was then evaporated under vacuum* with the addition of 
xylene to remove final traces of NtN-dinethylf ormamide as an 
azeotrope, and the residue was dissolved in water (20 ml) and 
extracted with ethyl acetate (3 x 20 ml). The combined organic 
extracts wer^ dried over MgSO^ and evaporated. The residue was 

rr^Atographed on eillca, elutlng with ethyl acetate. 
Evaporation of the relevant fractions gsve a viscous oil which 
ildr'.fled c/i rT-lturation with petroleum ether (b.p. 60-fiO*C). 
Recrystallisatlon from hexanc gave the title product as white 
crystals (0.A8 g, 382), m.p. 98-100*C. 

Analysis t :- 

round: C.50.0; H,3.3; K,21.6 

C^^Hj^^Cl^N^O requires: C,50.0; H,3.3; K,20.8- 



20 



K/e 336 (M + 1) 
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EXAMPLES 2-5 

The following compounds of formula I were prepared according 
to the procedure of Example 1, stertlng with the appropriate 
oxir^nc of formula II. 




£x331plC 

No. 


Het 


m-p- °C 


Analysis X (Theoretical 
In bracket g) 
C H K 


2 


Br - 


120-121 


Al.O 2.8 22.3 
(AO. 9 2.6 22.0) 


3 


CH 

< J 


178^180 


A7.1 A.l 32.2 
(47.1 A.O 32.1) 


j 

i 


-< li 

N ^ N 


168-170 


A2.8 3.6 36.6 
(^3,1 3.6 36.5) 


5 


s 


1^3-1<»6 


A5.5 2.9 16,7 
(A5.8 3.0 "16, A) 



EXAMPLE 6 

The follox^ng illustrate phanaac cut leal compositions for the 
treatment of fungal infections: 

(1) Capgulc : 71 parts by weight of the compound of Example 1 are 
ft 

granulated with 3 parte maize starch and 22 parts lactose and then 

OOT-OOO 



9 8 T 
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a further 3 pare, of oalzc starch and 1 'part magxieslua Btearate 
are added. The fixture is regrenulated and filled into bard 
gelsein capsules. 



(2) CreeiL: 2 parts by weight of the compound of Exan^le 1 are 
dissolved in 10 parts of propylene glycol snd mixed into 88 parts 

of a vanishing cream base. 

(3) Pessary ; 2 parts by weight of the compound of Exa«ple 1 are 
suspended In 98 parts of a wan. liquified suppository base which 
in poured into tooulds and allowed to solidify. 



15 



20 



25 



PREFA3UTI0N 1 
t^l oye<! • -N . N-d iae t hv 1 carb amoy l-pyr idln e 

A solution of n-butyllithlun, In hexane (100 ml. 1.55 jnolar) 
was added under nlcrogeD to a stirred solutlonof 2-bromo^5- 
chloropyrldine (29./. g) in dry h«ane (Ibo nD^t -78'C over a 
period of one hour. The tniJccure was stirred for a further 20 
alnutes at -78-C.and then a solution of tetratnethylurea (20 g. 
0.17 ttole) in dry diethyl ether (60 ml) was added over 15 minutes. 
The mixture was stirred at a temperature between -70* and -60'C 
for a further two hours and then allowed to warn to 0*C. A 
solution Of aomoniu» chloride (60 g) i„ water (^iOO ml) was added 
and the organic pha^^e separated. The aqu.»ous phase was evaporated 
to dryness and the residue' extracted with hot ethyl acetate (3 x 
500 ml). The combined organic phase and -rganic extracts wr.re 
dried over MgSO^ ar.d evaporated to yield a dark oil which was 
distilled under vacuun. The Vra'ction boiling between 100 and 

PLC 353 
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lau^C at 0.3 on, mercury was collected (20 g) and further purified 

by Chromatography on silica elutinjj with ethyl acetate and finally 

recrystallised fron cyclohexane to yield the desired product (10 

8). ID. p. 50-53-C. Found: C.51,8; H.S.O; N. 14.fi. C,H„C1N 0 

8 9 2 

requires C,52.0; H.4.9; N,l3.22. 



P_REPARATZON 2 
(5-C hloro-2-pyridvl)carbonya]-5-bromopvrin]idine 

A solution of n-butylllthiUTn in hexane (5 ml. 1.55 molar) was 
added to a solution of dry diisopropy lamine g, 8.3 wnole) in 

ci:/ diethyl ether (B ml) at a temperature of from -10" to -15"C, 
The mixture was stirred for 30 minutes and then cooled to :^8"C 
:^nd a solution of 5-broraopyrimidine (1,44 g. 9 maole) in dry 
-:1.:^Vyicthir was added over 15 minutes. The solution was stirred 
for 30 minutes and a solution of 5-chloro-2-N,N-ditQCthy \- 
carbamoyl-pyridine (1.33 7.2 mmole) in dry diethyl ether (20 
ttl) -as then added over 15 minutes. The solution was stirred for 
a further hour at -78 'C and then allowed to warm to 0"C over Ih 
hours- Acetic acid (4 ml) was added followed by water (20 ml). 
The aqueous phase was separated and extracted with diethyl ether 
(2 X 50 ml). The combined organic phase and ether extracts were 
washed with dilute aqueous"^ sodium carbonate solution until the 
aqueous phase remained neutral and the organic layer was then 
dried over MgSO^ and evaporated. The crude product was 
chromatographed on silica , eluting with a 3:1 mixture of petroleum 
ftther (b.p. 60-80*0 and ethyl acetate and the product 
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(0-28. 8). ,.p. 156-160.C. round: C.40.A; H.a.8: 
CjqHjCIHjO requires C.60.2; H.1-7; U.14.1S. 

«artin« with l-«cthyl-i.2.3.«.,.,^.,,i, or l-«,chyl.i.2.,. 

triazolc respectively: 

l-«thyl.5-r(5-chloro-2.py.«yl)c.rbonyl]-t«rarole. 



l-..:hyl.5-IC5-.hloro-2.pyridn)c.rbo„yl,-r,Trnnxole. 
-r- 133-13S'C. 



15 



20 



25 



PREPARATIOK 1 
Blg-f5-chloro-?-j. yrldvlV.c>i:«..^ 

A .ol„.i.„ Of n-b„tylUthl„. 1. h«c.oe (16.3 ^. 
.deed under nlcrogen to • stirred solution of 2-bro-o-5. 

chXoropyrldlne (5 ,) i„ dry^iethyl ether (70 ^) „ -.o-C ove, . 

period of 20 »l„u.e.. A .oluMon of dl.ethyl..rb««.yXchlorlde 

CX.36 „ m dry dlethylether (25 ^) .^en* added .lo.iy over . 

P«lod of 20 «a„utes. T^e ,l,t„re etlrred for a further 20 

^.inutes a. -70-C and a solution of ««onlu- chloride (5 g, i„ 
water (50 «1) was then added and the solution allowed to war. to 
roo„ te«pera.ure. The ethe. l.yer was separated and the .,ueou. 
solution extracted with diethyl ether (2 ,50^). The ether 
extracts were co.blred. dried over MgSO, .,nd evaporate... The 
residue was chr«natographed on silica, elutlng wltb . .^.ture of 
«hyl acetate and petroleum ether b,^. 6O-80'C (1:9). The 
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r.lcvan. fraccion. .e.e combine. ... ^^^^^^^ 
.rl.ura.cd ...h diethyl ethe. ..d dried .o yield ..e ci.lc 
ccopcund a. a buff coloured solid (0.86 g) . Pound: C.52..; H.2 5- 
NMl.O. C,,H^C1^N0 reculr.s 0.52.2; H.2.3; K.U.x. 



^'L.C. Rf (Sill :a; ethyl 
tt/e 252 



acctatcrpctroleum ether 3:7) -©r 



3A 



10 



15 



PREPARATION L 
^.a raticn of 2 . 2-Bi s-( 5-chloro-7-p ... 

A mixture of bls-{5-cbloro-2^pyridyl)k„o„e (O.^g). 
tri„crhylsulphoxonl.„ iodide (0.84 g) . cetri^de (0.08 and 

(3 g) m water (16 mi) and 1 1 l-trl.m 
(30 .1) was stirred vigorously and heated at 70 to 75»C for 2% 
hours. Further trl.^hyleulphoxonlu™ iodide (0.86 g) ..a added 
Che fixture heated-ar 75 to 80-C.for a further 2 hour.. n,a 
-L.rure wa. coolad. dilute, with water (10 ^, a«d extracted with 
aichloro.ethane (3 x 20 „1). The cc^Mned organic extracts were 
<»rled over MgSO, and evaporated to yield the crvde product a= a 
brownish paate (0.8 g) . which was used directly in Exa».ple 1. 



ZiiiEi Rf .(silica. CHjClj) 0.20 



20 



The ketones from Preparation 2 were converted to the 
corresponding oxirane derivatives in a aimilar 



and 



toanner lo the above 
u.ed directly as the starting material, for Example, 2 to 4. 
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2-(5-Chloro-2-pyridyi.)-2"(5"chloro-2-thlcnyl>oxirane 
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A solution of n-butylllthiun in hexane (9.6 ml* 1.55 molar) 
was added under nitrogen to a stirred solucion of 
2-bromo*5-thloropyrldlne (3 g) in dry diethyl ether (50 ml) at 
-70*C over a period of 25 ninutee. The solution was stirred for a 
further 20 minutes at -^70*C and a eoXution of 2-bro«ioflcetyl-5- 
chloro-thiophene (3 g) Xn dry diethyl ether (50 ml) was then added 
over 20 minutes. The mixture was stirred at -7G'C for a further 
hour and then allowed to warm to -AO*C over a further hour. 
Afjctlc acid (3 ml) and water (20 ml) were added and the solution 
s^^'iowed to warm to room temperature. The organic layer was 
;.epiirated, the aqueous layer washed \rlth diethyl ether (2 x 50 
ml), ^i. the Cistablned organic layers were waahed with water (20 
ml) • dried over MgSO^ and evaporated to yield the crude oxirane as 
a dark red oil. 

Th<i product wae uaed directly as Che starting material for 
&cample 5. 
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A compound of the fonnula: 
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OH 



N 



N 




Het 



(I) 




wherein Het Is an arotn;9tlc heterocyclic group; 
and their pharroceuclcally acceptable salts. 

2. A compound according to claim 1 whcrclti Het is a 5 or 6 
membered aromatic heterocyclic ring system containing up to four 
heteroatoms selccttd from N, S or 0, which may optionally be fused 
to a V-nzens or further heterocyclic ring and which lasy optionally 
be substituted by up to three substituents chosen from fluoro. 
chloro. hronc, lodo, C^^C^ aXkyl. C^-C^ alkoxy and CF3 , in cither 
the heterocyclic or fused ring. 

3. /: compound according to claim 2 vhercin Het is a 
pyridyl, pyrlmidinyl, thienyl, triazolyl or tetrazolyl group which 
may optionally be substituted with halo or C^^-C^ alkyl groups. 

4. A compound according to claim 3 wherein Het is a 
5-chloro-2-pyridyl or 5-chloro-2-thienyl group. 

5- A process for preparing a compound of the formula X as 
claimed in claim 1 which comprises reacting an oxlrane"~of the 
formula: — mi-t 
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wherein Het 1b as defined in claim 1, with triazole in an organic 
solvent in the presence of a base. 

6- A phannaccuclcal composition comprialng a conpound of 
the formila (I) as claimed in any one of claims 1 to 4 or a 
phannaceutically acceptable aalt thereof, together with a 
pharvaceutically acceptable diluent or carrier. 

7. A compound of th* formula (I) aa claimed in any one of 
clalns 1 to A or a phannaceutically acceptable salt thereof, for 
use In treating fungal infections in animals, including humans. 
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1. A procesa for preporing compound of the formula: 



0097480 



OH 

1 / 

N N-CH -i^ A. 

\ / ' !\_/ 




CI 



(I) 



wherein Hec Is an aromatic heterocyclic group; 
which comprises reacting a compound of the formula: 



with tvi--»3:ole in an organic solvent In the presence of a base. 

2. A process as claimed in claini 1 when performed with the 
reactants disolved In N ,N-dime thy If ormamide in the presence of 
pocassium carbonate. 

3- A process as claimed in claim 1 or claim 2 wherein Hec 
is n 5 or 6 membered aromatic heterocyclic ring jsysccrn containing 




~ (II) 



Hec 



up to four hetcroatoms selected from N» S or 0, which may 
optionally be fused to a benzene or further heterocyclic ring and 
which may optionally be substituted by up to three subs t icuepts 
chosen from fluoro, chloro, brotno, iodo. C^-C^ alkyl, C^^-C^ alkoxy 
and CF^ , in either the heterocyclic or furled ring. 

A process as claimed in claim 3 wherein Hec is a 
pyridyl, pyrlmldinyl, thlenyl, triazolyl cr tctrazoly] group which 
may optionally be substituted with halo or C^-C^ alkyl group*:. 

5. A procesf; nft cljitmed in clnifr. wherein Hec Is a 
5-chioro-2-py rldy J or 5-chl ori>'2- 1 h j ony 1 group. 
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CHEM. IND.) 

♦ Formula I; page 12, line 12 ^ 



CHEMICAL ABSTRACTS, vol. 94, no. 
9, March 2, 1981, Columbus, Ohio, 
USA 

SUMITOMO, ''Thiophene and furan 
compounds" 

page 707. columns 1,2; abstract- 
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& Jpn. Kokai Tokkyo 8 094,384, 
July 17, 1980 



CHEMICAL ABSTRACT, vol, 94, no. 
19, May 11, 1981, Columbus, Ohio, 
USA 
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--Thienyl )-4 ,4-dimethyl-2-( tri-or*^ 
diazol-l-yl )-l-penten-3-ones (or 
3-pls) as agricultural fungicides" 
page 552, column 2 - page 663, 
column 1; abstract-no. 156 932g 

Jpn. Kokai Tokkyo 8 087,787, 
July 2, 1980 
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